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[M*JB2] ^fl«!ae^*«. Rb»5rf. p 5 33B 
firf, DCCj»S7% WTliHS?, APCjUeT", N 
FljBfrP, NF2J1<e7. VHLii<S7, fe«tlXlR 

m^A^-ti^tzs^^yfiUmm-^Ty^ 

•f*i*>-«KS«WfflSgtt^a«7IIIBfl»SBM. 

*yx* y 1? 7 WW*? 1 iztmzixz 

W&iihTy&^yxamzivm-YX'hh. iftg 

5tE«^llStt4«W7i(lllWW»ll. 
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limm i o 3 i&ier yi-t yx* y ^7 ? u**- na* 

*--«tfe«cOSIStt^S^7««5iffJ. 
[H*JJll 1 3 H£tt»«»TilMB#, ^fifUB. #18 

Jft$ii4£>era4. 0 ^-m*»-«(cia 

fioll£tt#S!f*7*i)l&t§M8<J. 

[is^fli 23 m^^Wk^mm^-m-mxh 4 , 
[«r»ai 33 h:«*^wbt*&, uracil 2fc£tt 
[if*« 1 4 3 ^^HHwae^ryf-fe^^y ^ 
4. mm. 
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[00023 #sga 
^iatt4aM*7«B», fcit/ii^tt^^7« 

8*>4R£4HBSii4. ca3*HJgtt^»7«iaR 
(fixed post mitotics ) liJSWftfldttgSrft^ 
flfcflT 4 J: -> T *>}?±T' & § 

ix, fih>T, @£tt#3^7«RKJI-f4« (JMT 
r|!5gtt#3&&7«j tv^) *>4>£4£ft£mt 

[00033 tzbx\ m-. AcKoMMbfcftoTif 

whmmmLx. ^mmmmmthtz^x-hh. 
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^«ffi* s S4nT^4. 

[0005 3 *'y»0J3ig7»T'J)4!i£¥H7 
Rbfcit/p 5 3ttfflBH«!*afc:iW«t4e¥EfFT 
Cit^<0H7* i: ffTtt4i:«{i:ffi±^i:i:'4 
*) , ^Sffi UiWifX' %%^Zttftnt>tlX^& (Good 

rich et al., Cell, 67: 293-302, 199L Yin et al.. 
Cell, 70 : 937-948, 1992)) . Lfrlfttf t> . tfy$M 

»4H9«SS*iTV^v\ 
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l . i r f - 1 m^mmf ^tih. # v m\ 
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yj-tyx$vdji7i-xi-Ycr>fr%t>-f, n—<?>tfy 
mm& z F&*?>Wkn7y?--tyz* , J3z7i'*j- 

[00 1 13 7y**.yx*V3Z7\'&f-Y\zMfc$ 

& -b v*wm#ym!fc&fr*\z&fttif&m\m 

feZixh&OX'liZK, mm, ?W?K0)tiBRMto 
nr-'yftjg, rnt-?-®« (flUtf. TATAE 
CAATEflK GCItfiJ^) im. «j§jtf57<7)* 

[00123 -*tziizm.<?>/fymtmx?co7yi- 
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r y ^-t yx* »j :f * ? l^jj-^- Kt-fc s -r fc tfx% h . 
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jittsryf-b yx^- >j ^5 ? u^-f - HO — oxhh . 
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*f-KI4. «¥ffFRbitfi?<0lBiHtt&3Hy (AT 
G) «)±85Hl O^a^tTcSffll l*ag*t (ATG£ 
*tf) fc*»fe*4ffliS (-byxE^J) C»J&t*. E^J 
If-f 2 c7)iS?ii(il6¥H7 p 5 3 a&FCSI" 4 r y f~fe 

H7p 5 3 jBffff^aiRBB^a H y ( atg ) o±ofiffl 
6fflBtfcTaffl!l 2«3&t (ATG£#tf) fc*»^>* 

[ 0 0 1 4 ] E^iJS-f 1 J3j:t;2^)BWtt, **i 
Jacques Hartzfeld et al.,J. Exp. Med. Vol.17 
4, October 1991 925-929*5 itfSucai Biet al., Cance 
rResearch, Vol.54, January 15, 1994 582-586tC|eK 
Ztlh^nX'hh . 

[00151 *»»fc*Nvc rmmm\\ t ryf 
wfttmim&Ttithzbzw&L. mm. #yn 

fflmirF<r>7 y f-b y x^- 1) rf^ ^ H (;fcV>T s 

4tfc«aajo («fK5' 5las^^J:^/*fcli3 , 5^ 
m X'h->x. m± ix*yztm0K&zmtt& 

[00161 4=9HH(C J: &HSgtt««»T«llBWMtW 

vxv-<u£Bfcx$imbixw)ym. tf 

[0017] D yig«t IXii. rv±wj yJilS (« 
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^mmm. izx-oxBf&z-z&zktfX'Zi. z<r>% 

"J #V-£.mzlF{£f h z b ffftt U\ XftWiZ x 

z>®%&mmmMmmtfmt& h v j a^j 0 

tk^tilZb^Mm^itX^l^izit. *milzj; 

^HV J (Hemmagglutinating Virus of Japan Sendai 
virus : *vy-4*?-<{)VX) Srjgfc^X/C'WCi J:^. 

[0020] *%mz x hm^mm^-rmmmw 

mztix^&a&izit. *%tyt,zxmfc&ftmjw 
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f&TOcj bit. ry^yx^ydmvai-Y (R 

na) tfrniziiozztzmmzhnt-ti. mm 

X't>K99-blXli. 7fy)-(*W^-, "7 

9^-7*74 ivx^ 9-. uhaiyj )],xK7?-m 
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Titmnmmy, (1994^) izimzti&<99-z 
m^&zttfxzz. 
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*miz£&®%&ftm®7WMmmte. 
<mm%xoimz m- z tt*b. 'b%i&£m*mz%m 

■$hZbtfX'%hb%tt>tih. U->X. *fflHz£& 

®%.&tt$mTfflMmm\i± . -ma^mix-hz z t 
see. tJitfWit'C^so^fts^tj. fcix. 



[00233 *miiz£mfc&ft&&Tm®M%M 
it . m®&<?>mfflmtm tmzt #m $ ti 

b. ftr>T. Kifomft^^»rffi3W^8re&l>.r 
<rif*#JttTjMajW[S*i , CJ:<. il^AlBiO 

ttl g-^lPg, #4L<{4ttlmg~»l/xgS* 
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[00243 J: mfcmwkimmm\ 

it. hvj y#y-AfttJ: ? Th h (-ftttlSflJHt^St 

z b tfx'% hvj y xv-Am<vvmit. & 

B3. H^E^, Vol.12 No.2. 78(184), 1994^, &T 
«. HSfcE^. Vol . 12 No. 15 158(1928) , 1994(cfitt$ 

tiiMsttf 0 ^y - a <mmm ->x v «srv » t % t±. ^ 

[0 0253 ifc, ±ISHVJ 'J^y-Aife'lCH^,. 
44S4-t4*Jfe. U >'IMr/l'S/«!rAi6. DEAE-f 

il)^rft (T. M. Klein et al., Bio/Technology 10, 2 
86-291(1992)) % >J#7x?iss ymiZX^Xik^-fb 
(Nabel et al. : Science 244 ,1285,1990) , 3Si 
tt«49- (Mill. TtJ^^ 
~T*74)VXK??-. Vhu^A)VXK99-^) Sr 

ffi3*i£*tJ:^T» *5»HtJ:4ffl£tt»ai»7illilia 
iBSRiJS: h r- ^#0(5?Lffl«S-§--r S d b WX'% I . 

[00263 *wmxhm&&M»7tomsm 

it. mMttdi-mwfflMtmn&fr^. ry?±> 

X**)d?7V7t1-Y \Z HSW ( transi ent ) 
lzttt&WteimX'ik5-?&ZbmtL\,\ ZCDX 
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m^tzum. vvis-T^jjvxKvf-zmwzWk 

[00273 ^^mzammiizxtoi. tfy&vim 
&7<7)7y!~tyx*vzf??i-*j-v£tzitzcDmm 
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(5) ^¥9-2 2 74 1 3 



■fe V X* ') 1% 7 M"^- K £ 6 .1 i: #T'£ & . 
[0028] #»flfc i SldWl: J: Wf , ijvW 

[00 29] 

ggsfegy i r yf-fe y d% ? \>%± ii^ll 
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^Jacques Hartzfeld et iX.ffyZMiZWfifr. KfS^ 
P 5 3£WLTli. fr^Sucai Biet al . OXiKfclES^ 

psl^:^ y ^7 ? vommi, s?ij## i ax 

[00 3 0] IBtftg|2 HVJ-y#y-Ag>P«i 
( 1 ) HVJOPS 

HVJ (Henunagglutinating Virus of Japan Sendai vir 
us; Z strain) tf:fft^|&SlglS^T'*«$-£7t. H 
V J it . ^Rg^Sfflfla^ftl^-t ^ ? - Wffijf «Stgffi 

tffl&X'bh) . ZtlZ 2 7 0 0 0 xgX'4 0#ISIit/& 
#ilfLTHVJ££y»\ BSS (-) (137mM N 
aCl, 5. 4mM KC1, 1 OmM Tris-H 
CI P H7. 6) lZ4°CX'~®Bffiltz. ZCDWiftZ 

fmfoiz&muz. nvjmmmcoA 3 4 0 i&mi? 

^^flmg/m in^MHil/l 50 00HAU 
/mi?)Mim:fflS-t!>. 

[0031] ( 2 ) mnmm 

*X7r f-i^/H: !Jy, *x 7 r f - >j >\ fc J; t/ 

n^-ro-^SMltl : 4. 8 : 2Tii-3-U Cl<7) 
1 0mg£xr-7t Fo77>i§iigi: U Q-^y-x 
A^-?-Tit$£l&£LT 7 yxa$mi,z$&mz& 

ftLfz. ztuzmmmiiz&^xmwLtz^mTRb 

M ) £&tsMWWi (BSS; 137 mM NaCl, 
5. 4mMKCl, 1 3mM Tris-HCl pH 

7 . 6 ) 2 o o,u i ^jpt . tmfaxifm^&mxu 
^/-AvmmLtz. 

[0 0 32] (3) HVJ-'J^y-AWiHK 

GTGAACGACA TCTCATCTAG G 
[0036] lu^J#-f- : 2 
IE?iJc0*$ : 1 8 
E^iJOS : fttt 
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( i ) izio^xmmvfzHv j i . 3m. uvm 

( 1 1 0e r g/mm2/s e c ) -flZtizX^X^ 

iSttltU:. (2) £fc^TtlSL£ , J.-Ky-A<g}S$ 
(0. 5ml, 1 0mgc7>fl!«£-£tf) ^HV J (35 
000HAU) fciI£LT2m 1 ?)B S S}§}£i: U 4 
•CT-1 O^^^JL'C-hL. &WC3 7'C"C'3 0# 
ISMM*: J«¥ L Jt . x ) atC y - A fc L T H * H H V J 
£ is a B*fl&lE»&"CH V J — 'J jK y-^S^«4»<> 
Pfc*U:. HVJ-y#y-^tiv 3 $I?gjK$jIB&i>£ 

[ 0 0 3 3 ] HM3_ 7 -x bCjj^ZZ±fe>^: 
'J 7VJ{^~ r-'ff>i£-5- 

Sprague-Dawl e y h (30 0~4 0 0 

g ; *■>*- /k*im-tt) Sr-^yWOPt'^-zH-hy 
->At*#U AXDfiTFT*Ji^£«jL*:. HMW 
2tfc^TlfflSt^te^H^Rbl3iUfp 5 30)Ty* 
*-yX*y-d*9V-*+Y ( 1 5juM) £-£t?HVJ- 
y .^y-Aii^tt 20-30/xl2r30 G&8t#£ffl^ 

xmm-b&mz&ALtz. m&zmsix. y-^wn 

WBSattW (PCNA) tWSftlttSifeSrltttLfc. 

[0034 j &mtmiiZ7ik%tLhm Y )X'$>itz. pc 
* y ^7 ^ u-jTf' r-'jtaasfT' 3 8. 921%. 

r-n-^P) T'2. 442%TS)-5^. 7>ft 

yx^-y ? u^-f- FJra$ixfv:'i:#«^S»8t^ 

[0035] 

mm*?-. 1 

E?IJ<0fiS : 2 1 

ejrjoi! : mm 
mcom : -*a 

h^n-;- : ggft 
E?lJ^S« : ^BitD N A 
Ty^-feVX : YES 
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(54) FIXED POST MITOTIC CELL PROLIFERATING AGENT USING ANTISENSE 
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(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain a fixed post miotic cell proliferating agent, comprising one or 
more antisene oligonucleotides, etc., of cancer suppressor genes as an active ingredient, capable of 
promoting the growth of a fixed post mitotic cell and useful for treating diseases concerted with the cell, 
e.g. cardiopathy. 

SOLUTION: This fixed post mitotic cell proliferating agent comprises one or more antisense 
oligonucleotides of cancer suppressor genes or their equivalent sequences as an active ingredient The gene 
is preferably selected from the group consisting of Rb gene and P53 gene and the proliferating agent 
preferably further contains a lipid in the form of especially a liposome. The antisense oligonucleotides are 
preferably present in the liposome and an inactivated hemagglutinating virus of Japan, Sendai virus (HVJ), 
is preferably contained in the growth agent 
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